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Taote 51 (Continuaed)
SUMMARY OF ELECTROCARDIOGRAPHIC FINDINGS PRESTUDY AND DURING THE STUDY

Patiant Proystudy .
Number Tao 12-10ad ECG Basel ine During Study Changes
504C ST First degres AV block, Q- None Occesional PVCs noted throughout entire study peried.

waves present.

%05C ST Occesional PVCs., Flrst None Occasional PACS noted throughout entire study geriod.
dagree AV block, Right
bundle u.anch block. Q-
waves present.

506C Q~waves present. Nons None

So7C 5T Non-spactfic ST-T nave None Left bundie brsnch block present postinduction, lasting
changes . tor approaimately one minute. .

601! L4 J-point depression in None None .
teaas 11, 1L, AVF, vg \\

and Vg. Ofphasic T-waves
in leaas (L1 and AvVF,

602 [4 Occastona! PVCs, Non- None QGccasional PACs noted throughout sntires study period.
spectific ST-T wave changes .
in Jeads Vg-Vg. Q-wavaes
tn Inferior and antertor

teads.
605 € Elevated ST-segments In None None
leads V2 ond V3. Inverted .

T-waves ‘n leads (I, 111,
AVF, Vg5 snd Vg. G-wasves
tn lesds 111 and v3.

6068 E tnverted T-waves in lead None Rare PACs notad for 29 mintues prior to start of study
(11. Q-waves in leaad 111, t drug infusion.
608 P T-neve lnverted in None None

thres tescs.

809 [ Y-wave inverted in Nane None
lesd AVL. Q-waves 'n
1eads AVL :nd V2-Vg.

816 € Sinus bradyceardia. Nang Rars PACs noted from start of study drug tnfusion until
two mintes sfter sortic dissection,
[ ZR] L4 lnverted 1-waves In loads None Rare PVCs noted throughaut entire study pertiod.
111, V2 snn AVF,
& [ 3 Inverteo T waves in lasu None Rare PVCs notsd from two minutas after stsrt of study
AVL, MWicru Q-waves In drug Infusion until erd of sortic dissection.

leagds V7 -Vvgq.

®* E = Esmolol, P = Placebo, S = Standard Therapy
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Tablae St (Continued) .,
SUMMARY OF ELECTROCARDIOQGRAPHIC FINDINGS PRESTUDY AND OURING THE STUDY
Patient Prestudy
Nusber Txe 12-lead €CG Baseline During Study Changes
614 [ Inverted T-waves in leads None Frequent PVCs notsd throughout entire study perioed. ST-
111, AVL and Vg-Vg. segment depressian noted at sia mintues postinduction,
not responding to treatment with diazepam (Vaiium 10 my
in divided doses). Study discontinued 13 minutas later
due to parststencs of ST-sepment depression. Further
trestment with intravencus nitrogiycerin and propranclol
(inders! 1.5 mg) was instituted. Total durstion of ST-
segment depression was S7 minutes.
616 P PVCs, Firast degrea AV Frequent PVC’s Fregquent PVCs noted throughout entirs study period. A
block. further incresase In frequeancy was noted sin minutes post-
tnauction, in combination with high pulmonary #111ing
pressures and a low cardiac output, Diazepam (Valtua 1S
mg in divided dosss) was administered for treatmant of
arrhythmias, snd fentanyl and enflurane for hypertension.
PVCs subsided thereaftar, however the study was
discont tnuad dus to persistent pulmonsry hypertension.
6172 4 Jnverted T-wives in leads None None
111 and AVF., Q-waves in
Ieads 111 and AVF,
819 E First degres AV block. None Nane
Dspressed Sl-segments (n
fesds V4 and Vg. lInverted
T-waves in t.ads (11, AVR
and AVF.
820 E Inverted T-w.ves in leads None Rare PVCs noted two minutes after start of study drug
Vi-V4. Q-waves in leads Anfusion, lasting for remsinder of infusion perflod.
11, 311 and AVF.
a2t € Flattenad Y-naves in lesd None Rsra PACs noted two mintes after atart of study drug
It. fnverted T-waves in intusion, lasting for remainder af infuston period.
tesds 111 end AVF. Q-
waves In leas IIL.
82% [ 3 Inverted T-nzves in leads None None

1t. 1{l and 4VF. Q-waves
in leads I, 111 and AvF,

E = Esmolol, P = Placsebo, ST # Standard Therapy
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| SCHEMATIC OF CLINICAL DAtf N Y UDED FOR EFFICACY ANALYSIS
Infustion Periods
Skin Aortic
Patient|Treatmont |Baseline|Inductionintubation]inciston}Sternotomy Dissection]Prebypass] Comments
Wuttipte Intubation;
101 €smotol j--~-v--elecmroan- > cnmmnenes] SNPO
102 Placsbo f----~---j--------- dahebebanteted Rutels e Rt Rttt Ephedrine & Phenylephrine
103 Esmolo} j~-------j-----o-wo huatuetetiied fatulut et Delstty atend Bttt Phenylephrine
104 Placebo f--~-v--c-f--voe el > emwances>] SNP
108 Esmolo) [~v~-~=~ef-ro-ceccclennccnacc o] ecnaa LR R wee—femmeeea—— > 1° NTG*® § Phenylephrine
106 Placebo f--v-~~=-]----ou--o ~mmme—eee > Propranolol
107 €amolo) {----~or-l--coeoo-o meemeaoae > SNP & IV NTG
108 Placebo f--~=---~f---v-o—-- Dottt Rt bl t Rttt Rttt tbtats ~==eseeep
109 Placebo |~~~-=---f--~=-eco--- smemme--- > Snp
110 Esmolol |---eeven|omrrmmame R R el e L s EEEEE P L eeomeced
1 Placebo |--=-~~---]-coce---oa mememecesafocana dubl Sntfebedndeded bt Inkiatahutuiatuted > Ephedrine & Phenylephrine
112 Esmalgl [-~v--w--]m-o--onee wemeema—> SNP, Ephedrine & Phenylephrine
13 Esmolal |--~--o-of-vrmeme e eae mmee wee|ommm-- ~eos|overccccoc|escanaca>
114 Placebg -~~=~e~-f--cmm--- > cesescea>| SNP
115 Esmolal [~---c-~-f---ce---- ~mm—eme—- > se-emsoe—- ====~--->] SNP
16 Placebo [-->-~=--|--memmmocfamacoo L Y R et d B
17 Placebo |~-----~-[---c---- > . no data javatiable] SNP;: Early withdrawsl
"a Esmolol [~--~~c--fe-cr-eme-]on-- ooy se==eccap] SNP
19 Placebo [----~---f--------<)ecm-o-o-o F SHP
120 €amoVo} J-------jo-mmosmmcfeeee o e f ------- el Rttt —=e—=aen>
127 Esmolol |---=-~---|-v-m--mrofmcococono- |mwm———a— R il Reletetadetabedebid see=ce==>
122 Placebg f-~--~---J---- s -famm-aoon- L N N Bt b ot Seeid --~=>} Pnenylaphrine
123 Esmolol |----~---f-~~------ *-----~--;i ---------------------------- >

L Sodium Nitroprusside
*® Jntravenous Nitroglycerin
-~> Represents data included for efficacy analysis,
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SCHEMATIC OF CLINICAL DATA INCLUDED FOR EFFICACY ANALYSLS

Figure 1 (continued)

Infustan Pertods

. Sodlum Nitropru

ssids

** Intravenous Nitrogiycerin
Incluued for sffi

--~> Represents data

Patientjlreatment)Basetine|induction{intubattan ?:é?slon Starnotomy a::::ztlon Prebypass}] Commenta
201 Placebo No effijcacy ana) !313 ' Propranolo! before stuady
202 Esmolol f--~--~-~- ’ L bbbt DL IEd EEL DRl e=jwwac~c-ar] Phenylephrine
203 13 I I R e S L R LR ES EEEEE LS Bl ——————— > wememcmaeal [V NTGee
204 ALLLLIN hiiiuiiet Slsttiunind Satbsithtin) Rstushiuishd Susmsttaiel St vmmlenncnanay
205 Placebo f~--~----|--~ bbb R LA R ELL L L L R > SNPe
208 | Esmalol |-v-v-m-wfomcmmamoe | s > no data |avatiabie] Propranciol
201C ) Stendarg)---~~-~--|----- i R IV NYG & Proprenaclot
302 Placeba f-v-~-~--f--ccveear) e e e bty Rttt ~ewmm—=a>
303 Prlacebo |-----~--{-=cocmeme i e e e e “mmceeaed
304 Esmofot f---~—~--]-sco-senn ik st il ittt Tttt Sttt
s Placebo |--=-----)--~------ eiaiiaiid it St mo—vowceoelecacmeaa>
306 L AL L I Rttt Attt i) Rttt Rihtathafetel Stehtets ~eafummanacas
307 Placebo |--~-~<-=-~|--"=----- - R Ristateaiel et > i Propranolol
o8 Esmplo) }o--~e---]oro-o---- e i Shhhhtdduind Selebaintaiatuinies
309 Esmotol f---~---rjo-meoooo- T :F ------ l ------- > SKp
310 Placebo J---v=~--}---o--m-- oo oon - _;f-’--—‘~~€ ------------------ ol ittt d
314 Placebo f~--~----1-- Sec--os oaoe- - - -’ ----- 4-,[---------'- ek ieialtetd Dttt
312 Esmglol |~--vve--|-v-w-o--- I "I"""*'}""-'---- Shtihiahtuint Mibtebeintatuieted
314 Esmolol f--=~w---cfeememoore coooooeo-o Peeemiat ) ------------ Amereve~ wemsemoo>
ns Placebo |[-~~veo---lo-vm-om- - T T ooTmmes } ---------- wemw-e-v=> Propanoio)
316 | Placebo }=-====-~-|--=----- A ‘ IV NTG 3 Propranaiol
"7 Placebg [--------}----~---- - ,’_;L‘: -------- beeaemeeeen Rt bt
38 Esmolo) f---w=-o-fe-momooon coooiao-- ? -------- ! ---------- —mewvamccofecasacass
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Flyura t (continudd)
SCHEN - T .7 OF = . NICat, TA INCLUDED FQR EFFICACY ANALVSEIS
34 )u—‘_" tuds
Swba | Agrtic
Patient Treatment|Baseline]nduction]int natton;incistaon Sternatomy |Dissection|Prebypsss] Commants
319 Esmolol je~----~ hd RAAAR AR S B S B Pt LT LTI L LS LTSt bt 3
320 Placabo je~-~~v==~]~v---=c-> ' Propranotlo!
IN Esmolgl J-------fmermmem oo oo | me oo o e dteietubdutell Eehaaatehe
322 Esmolol [----=--c|-vmmeecoof oo P Lkt AL LS EE L el R it d
30'C Standard|-~-~~~--|=ccm=v=-=> Proprancilo)
302C¢ | standard)---~-=--fe-rmeemen)anonn -------- R Rl R
03¢ | stanagaral-----oo|----n ] EEEEE R R > IV NTG*® & Propranciol
304C | Standarg{~-------}------~ -> R bt hisssuiuntd WLAALLL
JuSC | Stanaardg]-------- Rttt I IR ‘---------- --oweee=>
josc | L.angarg)-~------f----- Sl R bR St frvmmem~m— —=-=-====>
307C | Standard}-~-r---c]-m--re-nn A s -mew=-=->| IV NIG
308C Standard}-v--~~~=f----w-v---f oo ~oooo - T tetdette >‘{_ . Prapranclol
309C | Standard]-~---~---]----~ tund R ‘f """""" >i ~ew~=--==31 IV NIG
310C Standard|-=------|~----~- aiial TITeTesees bhdssinid ettt
Topical Cetacaine, Halothane
501 Placebo |-~------{----- ---> iy > ceemesc——sfecms~ee=>] > 2 MAC
502 Placebg |-~-~--~> o e ! ~===e==<>] Halothane » 2 MAC, frimethaphan
507 €smolol |-=-vr-e-ef---n- it SRR -;;—_—;—-_—:"-‘-------- ~=ew====>
504 Eamulol Josw-orooofocmmeman - S [Tttt Swe=—=ow—-> Ephedrine
$06 Placebg f[==~--~-> o IV NYG A -
5¢7 Exnnlol fee---conoconmanas -- S B e e
508 Plecabo [==v<-~---—f~--=r----— STToot cte ttToste mmomesscs —edeesswo—{o-cseeev)
509 Placabo No effljcacy analj, ‘- o SNP® through baseline
510 Esmulol fe=----o]ommr-on- >} ] ' ~==~====3] Vv NTG
* Sodium Nitroprusside .
¢ Intravenous Nltroglycerin [}
~=> Represenis oatd Included for efficacy . 'y
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SCHEMATIC Gt CUINIC U4TA 1ie"LUDED POR EFFICACY ANALYSIS
ntusian veurjods
‘ !sulu Aprtic
Patient| Treatment |Base)ine lnduct|onflntu'n(' lilﬂC'ﬂ‘Hﬂ SternotomyjOissection|Prebypass]| Commnénts
P P By .-
511 Placebo | No efft|cacy anwi,n, | l SNP* through baseline
512 Esmolo) |--=c-s--j--o-coao- IR R IS --»i -------- P EE R e Bt T
r - —t—— Y —
. . Halothane >2 M.C, IV NTGSS®,
513 Placebo |-~~~-===> , B Rkt cecmec===>] Infustion ran our
514 Esmolo) |~ r-mcer| vomcann- S .- - ceeelescecam—a= cecaecmeay
5i5 _iL_Lsmolcl cwmeew> o o » 1V NTG
516 rlacebo f------ DR R R -=-> m==m=a=-=>] SNP
— - [ .
s01C Standardf-~------ SISl AR . vmvesenmncaccannwa>] Halothane > 2 MAC
502C | Standard|-------> Propranctol
/ S03C | Standaru} No effi|cacy anai .15 IV NTG through baseliqe
504C standaryg|---v-eecfomeromon cee-o o --- R ce]ememrcnceolecccnn=->
505C Standard] No efft|cacy ane! v IV NTG through baseline
S06C Ltandard] No effifcacy ane! a IV NTG through baseline
S071C <tandard]-~~~~--> ceeene==>] IV NTG
no data
601 YL 1T 3 EEXELE DS B e dahid - - - - -e=]==escc-=-<>{svallable| Multiple intubation
no dats
602 ~1acebo J----- Etd Rt .- -- st s==jm==w=--—=>igvallable
no dats
603 eamalogl J--=receelvromae oo --- ---- ce]sv=~=====>]avatiable
. no data
604 Esmolol fe-veeermm]l oo oo o --- secmscemlev=sccw-erigvatiable
no data
6US tsmelaol {----- L Rt -- - - .- s=f{e=mees===>lavailable
no data
606 c.motol fe-mecee-|rriooma--- - S eleweccaneargvalladle
I no data
6uY acebo |-~~~ R R - =~ ~--=|s=-~c=--->lavailable
° “udie rtroprusside
®s  [ntra....ous Nitroglyceritn
==~> Hepre. -ts data included tor eff.
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N
ratient|freatment|Basel ine|Ina .«~,|Jl|(Lhuc~nn“
— R e e
609 Placebo [-~w=--~=~fo-------- ) ---------- -
— _ -
410 Eamolol |-=---~=- ------‘—~'- -------- .
T T T
611 Placebo }j-==v~-~-- ----—--‘~’ —————————— -
|
612 Esmotot |-=-~---~- —----—-—n
i
wil Esmolol [---v---efoma--- -
L -
w1a Placedbo LR ARt R
fiH PlaceaUo LR L RS R -~ -t~
17 PVacebo J-~=~~~-- B -
o - - - V-
618 Piscebo |---==~---f--=--o--- St
.
619 Esmolg) |-=--~v~-cfmreemros v oo |-
6. €amolol j--===~-<f-r==----" - -
' !
6. Esmolol |o-~==---fevm=e--- R R
€ €smalg) |---ev---for----
— g
R esents data incluu.d tur v ¢

vre 1 (cantinued)

« . .+ INCLUDED FOR EFFICACY ANALYSIS
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avatlable

. no dats
P cevmccawelevwavee--e3lavatiable
.
f no data
««««« [= c-wseacefescnc---~slarvatliable
| no data
crmle- - -~ceemafeccve-~c~>favaltablie] Myltiple intubstion
no data
R L ~»lavotiadle
no data Multiple iIntubation; pastient
+1taple|~~-=-----~>Javailatle] withdraun -~ ADR
no data avallable} Patient withdrawn - ADA
no cata
celc cevmmecsleccrw-~cadlavalliable
’ no data
reneecelecacec-~=>lavallanle
no datas
R IR seswcmfroencc——-v3lavatliable
' --=<>). no data |available] Patient withdrawn - ADR
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avatiable
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' Appendix |
ANESTHETIC TECHNIQUES USED AT EACH CENTER"

Center 1 (Unfversity of Alabama, Birmingham, AL):

A. Premedication (60-90 minutes prior to induction of anesthesia)
3 1. diazepam 0.15 mg/kg po
2. worphine sulfate 0.1 mg/kg IM
3. scopolamine 0.3-0.4 mg IM

' B. Induction
1, dfazepam 0.5 mg/kg IV
2, pancuronium 0.1 mg/kg IV
3. nitrous oxide in oxygen 50:50

C. Maintenance
1. enflurane INH as needed

Center 2 (University of Kansas, Kansas City, KS):

‘A, Premedication - @ ° - - - .
1. Tlorazepam 2 mg po (the night before surgery)

2. lorazepam 2-4 mg po (90 minutes prior to induction
’ of anesthesia)

y - B. Induction
1. lorazepam 2 mg IV (optional)
2. fentanyl 50 mcg/kg IV
3. pancuronium 2 mg IV
4. pancuronium 0,1 mg/kg IV

Maintenance

c
1. fentanyl 0.5 mcg/kg/min IV

Center 3 (Emory University Hospital, Atlanta, GA):

A. Premedication (60-50 minutes prior to induction of anesthesiz)

1. lorezepam 0,05 mg/kg po
2. morphine suifate D.g mg/kg IM

B. Induction
1. fentanyl 50 mcg/kg IV (over 20 minutes)

2. pancuronium 0.08-0.1 mg/kg IV

C. Maintenance
1. fentany! 0.3 mcg/kg/min IV

Center 4 (University of Iowa Hospitals and Clinics, lowa City, 1A)
1s not discussed due to early withdrawal from study participation

prior to entering any patients.

W
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ANESTHETIC TECHNIQUES USED AT EACH CENTER

Appendix I (continued)

Center 5 (V.A. Medical Center, Miami, FL):

A.

c.

Center 6 (Mt. Sina¥ Medical Center, New York, NY):
Premedication (60-90 minutes prior to 1nduction of anesthesia)

A.

c.

Premedication (60-90 minutes prior to induction of anesthesia)

1.
2.
3.

diazepam 0.15 mg/kg po
morphine sulfate 0.1 mg/kg IM
scopolamine 0,3-0.4 mg IM

Induction

l'
2.

fentanyl 50 mcg/kg 1V
pancuronfum 0.1 mg/kg IV

Maintenence

1,
2.

2.
3.

halothane INH as needed
fentanyl IV as needed

diazepam 0.1 mg/kg po
morphine sulfate 0.1 mg/kg IH
scopolamine 0.4 mg IM

Induction

1.
2.

fentanyl 50-100 mcg/kg IV
pancuronium 0.15 mg/kg IV

Maintenance

1.
2.

fentanyl IV as needed
enflurane INH as needed

‘s
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APPENDIX V

SUMMARY OF PRESTUDY 12-LEAD
ELECTROCARDIOGRAPHIC FINDINGS
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Appendix V

SUMMARY OF PRESTUOY 12-LEAD ELECTROCARDIOGRAPHIC FINDINGS

PATIEV:
NUMBER DESCRIPTION OF FINDINGS

101 T-wave inversion in inferior leads.

103 Non-specific ST-T wave abnormalities.

105 Non-specific ST-segment abnormality.

106 Right bundle branch block.

107 Inverted T-waves in leads II, 111 and AVF compatible with
inferior infarct (age undetermined).

108 Non-specific ST-T wave changes. Evidence of old infero-
Tateral myocardial infarction.

109~ Non-specific ST-T wa;e abriormalities. Evidence of inferior
infarct (age undetermined). -

110 ST-T wave abnormality consistent with {nferior lateral
{schemia.

111 Non-specific ST-segment abnormality.

113 Inverted T-waves in anterolateral chest leads.

114 Prolonged QT interval or TU fusion.

118 Elevated ST-segments and inverted T-waves in anterior
lateral chest leads compatible with anterior lateral
{schemia.

119 Non-specific T-wave abnormality.

122 Non-specific ST-segment abnormality.

123 ST-T wave changes compatible with lateral ischemia.

203 Q-waves in leads III and AVF; possible old inferior
myocardial infarction.

205 1 mm ST-segment depression. T-wave inversion in leads II,
I1l and AVF,

206 Inverted T-waves in leads Vs and Vg.

201C Non-diagnostic inferior ST-segment changes (<1 mm

elevation). Inverted T-waves in inferfor leads.
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Appendix V {continued)

A )

SUMMARY OF PRESTUDY 12-LEAD ELECTROCARDIOGRAPHIC FINDINGS

“PATTENT
NUMBER DESCRIPTION OF FINDINGS

4 302 Non-specific ST-T wave changes.
303 Non-specific ST-T wave changes.

' 304 Evidence of ¢ld inferior myocardial {nfarction.
305 Right bundle branch block.

’ 306 Non-specific ST-T wave changes.
309 Non-specific ST-T wave changes.
310 . Septal Q-waves,
3l Non-specific ST-T wave changes.
kM- “on-specific ST-T wave changes.
316 Non-specific ST7-T wave changes.
31?7 Inferior Q-waves.
318 T-wave inversion in inferfor leads.
320 Non-specific ST-T wave changes.
302C Possible 01d inferior myocardial infarction.
303C Non-specific ST-T wave changes.
304C Non-specific 5T-T wave changes.
305C Right bundle branch block.
306C Septal Q-waves.
307C Non-specific ST-T wave changes.
308C Non-specific ST-T wave changes.
310C Non-specific ST-T wave changes.

B 501 First cegree atrioventricular (AV) block. Incomplete right

bundle branch block. Ischemic changes in all leads.
T-wave inversion {n inferior leads.

S AN 1.
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Appendix V (continued)

SUMMARY OF PRESTUDY 12-LEAD ELECTROCARDIOGRAPHIC FINDINGS

“PATTENT
NUMBER

DESCRIPTION OF FINDINGS

%0
503
504
506

507
508
509

510

513
515

516

501C
502C
503C

504C
- 505C

506C
507C

Non-specific $1-T wave changes.

Non-specific ST-T wave changes.

Non-specific ST-T wave changes.

ST-segment depression in Tead Vg. Inverted T-waves in
Teads I11, AVF, Vp and V3. Evidence of old anterior septal
wall myocardial infarction.

Q-waves in lead 1II; small Q-wave in lead AVF.

Premature ventricular coptractions (PVCs). Inverted
T-waves in leads II, IlI, AVF and Vg, all compatible with
recent myocardial infarction. Q-waves in lead III.

ST-segment elevation consistent with post-mydcardial
infarction,

Intra-strial conduction delay. Incumplete rignt bundie
branch block.

First degrze AV block. Right bundle branch block. Left
anterfor hemiblock. Peaked ST-segments.

First degree AV block. Evidence of 01d inferior wall
myocardial infarction.

Inconplete left bundle branch block. Inverter T-waves.
Q-waves present.

Non-specific ST-T wave change
Minor ST-T wave changes.
First degree AV block. Minor ST-T wave changes.

First degree AV blocn. Inverted T-waves 1n lead I:
flattened T-waves in leads II, V4 and Vs.

First degree AV block. Q-waves present.

Occasfonal PVCs. First degree AV block. Right bundle
branch block. Q-waves p-esent.

Q-waves present,

Non-specific ST-T wave changes.
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Appendix V (continued)

SUMMARY OF PRESTUDY 12-LEAD ELECTROCARDIOGRAPHIC FINDINGS

PATIENT
NUMBER DESCRIPTION OF FINDINGS

601 J-point depression In leads II, II1, AVF, V5 and Yg.
Biphasic T-waves in leads 11l and AVF,

602 Dccasional PVCs., Non-specific ST-T wave changes in leads
Vg-Vg. Q-waves in inferior and anterior leads.

605 Elevated ST-segments in leads V2 and V3. Inverted T-waves
in leads II, 111, AVF, V5 and Vg. Q-waves in leads Il
and Vz.

606 Inverted T-waves in Jead II1I. Q-waves in lead III.

608 Inverted T-waves in lead III. Q-waves in lead III.

609 SnVerted T-waves in lead AVL. Q-waves in ledds I, AVL and °

2-Ve- -

611 Inverted T-waves in leads III, v, and AVF,

613 Inverted T-waves in lead AVL. Micro Q-waves in leads
Vz~V4.

614 Inverted T-waves in leads III, AVL and V5-Vg.

616 PVCs. First degree AV block.

617 Inverted T-waves in leads III and AVF. Q-waves in leads
II1 and AVF.

619 First degree AV block. Oepressed ST-segs. .t¢ in leads Vg
and V5. Inverted T-waves in leads III, AV* anc AVF.

620 Inverted T-waves in leads Vi_4. Q-waves in leads II, III
and AVF.

621 Flattened T-waves in lead I1. Inverted T-waves in leads
III and AVF. (Q-waves in lead Itl.

625 Inverted T-waves in leads II, III and AVF. Q-waves in

Jeads II, III and AVF,

430
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Appendix Ay Study 8052-84-56



Investigator:

Institution:

Sponsor:

EPFECT OF ESMOLOL VERSUS P.LACEBO
ON HEMODYNAMICS AND MYOCARDIAL

ISCHEMIA DURING SPECIFIED SURGICAL

STIMULI IN ANESTHETIZED CORONARY
REVASCULARIZATION PATIENTS

PROTOCOL $#8052-84-56

J. Earl Wynands, M.D.

Royal Victoria Hospital
687 Pine Avenue, West
Montreal, Quebec, Canada H3A 1Al

MEDICAL SUMMARY

American Critical Care
1600 Waukegan Road
McGaw Park, Illinois 60085
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SCHEMATIC OF HEART RATE AND BLOOD PRESSURE OATA JNCLUDED FOR EFFICACY ANALYSIS

INFUSION PERIDD®
Inttisl Skin Aortic Pre
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Figure 1 {(continuea)
SCHEMATIC OF HEART RATE AND BLOUD PRESSURE DATA INCLUDED FOR EFFICACY ANALYSIS
INFUSTION PERIQD®
Tattia) Skin Aortic pre
Treatment (Potientilntusion]induction]intubationfinciston]|Sternotomy{Dissection]Bypass|Comments
. Inductton perlod study minutes 4 8 5 and
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P tacebo 125 cesvmmrv] ewrcarre oo annss) bbbl wrw-esccanfeen==>|increase >2,30%

Aortic dissection and pre-bypass perlods
€smotol 126 }-~------ Rttty Sttt ~emmeerofocacocans> Ssofturane restert dose >2,.30%
Piacebo 127 Rt RO R LIS e RE L bl et il Re b leblid Il sttt Iduhtutstatiatntd fsuhtatetd

Aortic dissection period c¢itnical
Esmotol 128 et Stutahidutahitell Aiwicintuiintaitl Rstutuny Rttt ~=~--~>lobservation time of f protocol schedule
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Pheny lephrine, aphedrine, and nitro-~
Plecebo 130 cravmcanfreccrenccjocrccserns fonrsoase jovmnnterar feesesanse) glycerin saoministration
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SUMMARY OF DEMOGRAPHIC AND PRESTUDY CLINICAL DATA,

Table 3A

FOR ALL PATIENTS BY TREATMENT GROUP

Mean + SD | Min  Max N

Age (years) ESMOLOL §7.6 8.0 46.0 77.0 15
PLACEBO - | 56.0 8.3| 42.0 67.0| 15

Height (cm) EsMoLOL | 170.7 5.7 | 157.0 177.0| 15
PLACEBO | 172.3 6.3 | 163.0 183.0| 15

Weight (kg) ESMOLOL 1.2 87| 6.0 97.0] 15
. PLACEBO 76.9 13.3| 61.0 130 15

BSA (m2)  ESMOLOL 1.9 0.1 1.7 21| 15
PLACEBD 19 e2| 17 23] 1s

Heart Rate  ESMOLOL 629 81| .0 750| 15
(bp) PLACEBO 8.3 8.5| 46.0 75.0] 15
8P (mm Mg) ESMOLOL | 129.0 17.1 | 105.0 160.0 | 15
PLACEBO | 130.3 18.9 | 110.0 160.0 | 15

0BP (mm Hg) ESMOLOL 81.0 11.1| 60.0 100.0 | 18
PLACEBO 790 10.9] €0.0 90.0] 15

Resp {/min)  ESMOLOL 13.2 13| 120 160 13
PLACEBO 13.9 26| 120 20.0]| 14

Temp (°C)  ESMOLOL 6.8 03| 360 37.0]| 15
PLACEBO 6.7 0.4 36.0 3.0 14

2 Respirato~y rate was not recorded for Patients 102, 114, and 133.
Body temp:rature ~as not recorded for Patient 1l4.

Note: No :i:..:'Yicant differences were found between the esmolol and
place.. t-:atment groups (p>0.05).
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Table 38

Demographic Data (NYHA Class, ASA Class, Sex, Race,
Smoking History and Alcohol Use)

2::25 C?i:s Sex | Race | Smoker Alcohol Use
' Group IIT IV | 111 IV N F | Cauc | Yes No |Never Occas Freg
ESMOLOL 1§ 0| 15 O0}13 2} 15 5§ 10| 1 12 2
PLACEBO 14 1| 14 114 1] 15 3 1210 i1 4

Note: No significant differences were found between the esmolol and
placebo treatment groups (p>0.05).
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SUMMARY OF PRESTUDY STRESS ELECTROCARDIOGRAPHIC TESTING DATA

Table 4

Mean + SO Min Max N .

HR Rest ESMOLOL 64.5 10.7| 440 77.0 8
(bpe) PLACEBO 65.5 13.0 53.0 92.0 11
HR Peak ESMOLOL 117.7 38| 80.0 165.0 | 12
(bpe) PLACEBO 116.7 20.5| 86.0 147.0 12
SBP Rest ESMOLOL | 129.8 16.3 | 104.0 154.0 8
(m ¥a) PLACEBO 130.0 18.4 | 100.0 160.0 11
SBP Peak ESMOLOL 154.0 24.4 | 108.0 196.0 11
(™ b4 PLACEBO 160.§ 17.7 | 135.0 190.0 1
D8P Rest ESMOLOL - 81.00 8.8 63.0 ° 100.0 8 .
(mm Hg) -

PLACEBO 79.5 10.1 60.0 - 90.0 1
DBP Peak ESMOLOL 85.5 12.9 60.0 110.0 1
(mm Hg)

PLACEBO 86.0 12.6 70.0 110.0 10
RPP Rest ESMOLOL 8.3 2.5 5.7 11.9 5

PLACEBO 8.6 2.3 5.4 12.0 10
RPP Peak ESMOLOL 17.6 4.8 9.7 27.8 11

PLACEBO 18.4 4.3 14.4 279 1n

Note: No significant differences were found between the esmolo) and

placebo treatment groups (p>0.05).
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Taple SA

Incidence of Ischemia

33

Patiant Numngr
Event Placedo Esmolol
Inguction 114, 3118
Intubation 114, 115
Aortic Oigssection 127¢, 13Q¢ 128°, 13} B}
Post-Aortic Dissection 118¢ :

¢ (Clessified as having an iscnemic episcae by the
bl inged carciologist during the reesvaluation of -
. Hotter recordings.

NOTE: No significent traatment group differences
wgrq found with respect to the proportion
of patients Naving an facnemic episcde in
sither tne initial or resvaluation (p 20.08).

" Table 58 - Co :
, Propertion of Patients Maving PvCs During Esch Study-Event

: = Group (# of PvCs)

Event Esmoto) Placedbo

Basetling 3718 4718

Insgrtion of Monitor® 13718 12718

Infusion Stare 4718 $/18

Inguction Start 1718 LTAL }

Intubation 2718 2/15 i
Skin Inciston /18 /1%

Sternotomy a/18 3/18

Aortic Disgection® 9/18 14718

Prior to study drug infusion,

® A gtgnificantly greater propurtion of patients
in thne placebo group had st lesit one PVC in
comparison with the esmolol group (p <0.08).
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Table 6

Heart Rate and Syetolic Blood Prassure with Manimum Changes from Bsseline for Efficacy Patients by Event

TNTUBATION SKIN INCISION STERNOTONY AORTIC DISSEC.

— BASELINE
Srous “Wean SSEN W Ween TSN W Wesn SSEN W Wesn SSEN N Wean i%EW W
T HR (bpw) ~Lamolol 'R 2 15 . s 1 7.7 14 4.4 14 62.0 2.1 81
Piscebo $2.0 1.4 14 67.4 2.8 0 60.3 2.6 13 61.6 1.7 12 83.9 2.5 14
HR Change Cemoig! 15.0 3.1 12 10.5 3.2 1a 9.5 2.8 14 1.8 2.5 1}
Plecebo 14,3 2.3 10 8.1 2.4 13 8.9 2.0 12 1.9 2.3 114
Comper ison of Change © O N.S. — N.S. “W.S. N.S. N.S.
$8F (ow Hg) Eamoiol T46.0 6.3 15 138.5 3.7 17 132, ) T T 73.8 3.2 W
Piacebo 133.8 6.3 4 137.3 7.6 10 131.2 4.7 13 138.8 6.4 12 125.8 3.2 14
SBP Change Esmo)o) -2.5 5.5 12 -13.% 5.9 14 =16.4 5.7 14 -26.4 7.2 1)
Placebo 6.4 4.0 10 -3.1 4.4 13 4.2 4.0 12 -8.0 8.7 14
“Tomparison of Change® C N.S. N.S. E<pes N.S.

® N, S. trndicates no sipnificant difference between the esmolot snd placebs treatment groups (p>0.05),
P = Placebo, € & Ezmolo! 300 mco/kg/min, * pe0.05, *°* p<0.01.

b pue to esciusion of partie? gsts, the sample size veried during the study.
t
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Diastolic, Mesn Avieris! Blood Pressure, and Reste-Pressure Product
with Masimum Changea from Baseline for Eftficacy Pattents by Event

Table 7

"BASELINE TNTUBATION KIN TNCISION ERNOTONY A 1SSEC.
Group “Wean SSEW  NY Waeen SSEN N Wean SSEM N Wesh SSEW W Wesn SSEN W
“Bor [wm Hgl Esmaiol 73.4 2,7 V§ 71,3 9.4 12 76.7 3.3 ¥4 74.9 2.8 14 77.2 8.7 Wi
#iscebo 68.3 2.2 14 7.1 3.0 @ 1.9 2.4 13 78.8 3.3 12 74.7 2.B 14
DBP Change Esmatoi 4.8 2.7 12 3.2 2.7 14 3.8 1.8 14 -2.3 2.8 1
Plscebo 5.2 2.0 110 2.9 2.7 13 0.1 3.3 12 6.4 3.4 14
Comparison of Change® — N.S. N.S. “N.S. “E<be w.8.
“MAP [mw Hg) Esmoiol ~B7.6 3.6 15 O7.97 3.7 12 "64.6 3.0 14 ©92.2 b 14 09.72 3.9 it
Pinceto 90.1 3.3 14 93.0 6.3 10 _91.4 2.9 13 98.8 4.2 12 9i.8 2.7 14
AP Chanpe Esmolot z.0 3.8 12 _'-z.a 3.5 14 -4.8 3.0 14 -10.4 4D 1)
Placebo 5.4 2.5 0 0.8 3.0 13 7.7 3.4 2 1.5 4.2 14
Comparison of Change® N.S. “R.S. N.S. E<pe NS,
PP Esmalol 6.0 0.8 15 8.3 0.7 37 §.7 0.4 ia 8.0 D.) 14 7.4 0.3 \
Placebo 2.0 0.3 1a 8.1 0.6 10 7.8 0.4 13 8.4 0.3 2 2.8 0.4 14
#AP Thange Esmolo: 1.9 0.5 12 0.6 0.6 4 0.2 0.4 % ~0.7 0.5 1
Placsbo 2.2 0.5 w0 0.8 0.5 13 1.5 0.4 12 0.8 0.5 14
Comparison o' Chenge® N.S. NS, “N.S. .S, E<P3

& N.S. indicates no significent gifference between the esmoliol 2nd placabo trestment groups (p20.0S),
P = Plscebo, € = Exmalto! IJVO rco/hp/min, ® p<D.05, *°* p<0.0V.

5 pue to enclusion af partial date, the sample size verfed during tha scudy.

e »
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Table 10

Heartl Rete and Systolic Blood Pressura with Manisum Changes from Besalina for All Patients by Event

BASELINE ~ INTUBATION SKIN INCISTON  STERNOTOMY AOR DISSEC,

Group *+ Mean ¢SEM N Mesn *SEM N SSEM ean *SEM N
HR (bpm)  Esmolol §46 2.2 15 ©f.8 2.2 15 64.9 2.4 15 64.7 1.8 15 63.1 1.7 1%

Plascebo $1.9 1.3 15 65.9 2.2 1S €0.) 2,2 ¥S 62.2 1@ 15 63.8 2.3 15
HR Change Eamolol 19.2 2.8 15 0.4 3.0 15 0.2 2.7 1S 8.8 2.6 15

flscabo 14.0 2.0 15 8.2 2.0 15 10.4 1.9 15 12,0 2.V 15 '\\
Comparison of Change™ N.S. N.S. ' N.S. N.S, N.S.
$8” (mmHg) Esmolol

Placedo 134.3 8.9 15 138, 6.7 15 133.2 4.2 15 140.3 5.0 S 125.7 3.0 13
SBP Chenge Esmolc! -6.2 5.9 1% -13.2 5.5 15 -158 5.3 15 -22.1 5.9 15

Plscebo 3.8 3.6 15 -1} 4,1 15 6.2 4.0 15 -8.6 6.3 15
Comparison of Change® N.S, N. S, —.TN.S. E<pée NS,

® N.S. indicotes no significent difference between the esmolol and placebo trestment proups (p>0.05).
P = Plpceto, E = Esmolol 300 mcg/kp/min, & p<D.05, *¢ p<D.0).

8S



Table 12

Summary of WAC Units® for A)) Patients, by Event

Event -
“TWDUCTION | INTUBATION 1 SKIN INC 1 STEANOTOMY 1 ADRTIC O1$
MAC Units I MAC Units 1 MAC Units 1 MAC uUnits ¥ MAC Units
Group . Mesan *SEM N : Mean *SEM : Mean 3SEM N : Mgan *SEM N : Mean +SEM N

Esmolo? } 0.43 0.29 15 ) 1,51 1.06 1S t 0.60 0.2 15 3 1.43 0.66 15 | 0.87 0.45 (5
Pliacebo ! 0,40 0.29 'S ) 1,85 0.725 15 ) 0.57 0.30 1S ) 2,78 0.72 $ 2.29 0.73 1§
] ]

)
'

NS, ) N.S.
U

' —
Compar {son®) N.S. ) N.S. 1 .S,
' ' '

8 x.5. Indicetes no significant differences between the eamoiol snd piecebs trestment
Qroups (p20.05).

® MAC units = % inspired 1soflurana/l.I5% s minutes of fsoflurane administration.
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Table 14

Summsry of Prescribed Medications for AVl Patients,
by Treatment Group

Wedication (Presacribed Dose)

Scopolamine Morphine Fentanyl(load) Fentenyt(mein.) Pancuronium Isof lurane
(0.4 mg’hg) (0.1 mg/hg) (40 mcp/hp) (0.4 mcg/hg/min) (0.1 mg/kg) (Initisl dose, %)
WEAN + SEW N MEAN + SEW N MEAN ¢ SEWM N WMEAN v SEM W WEAN ¢+ SEM N MEAN v SEM N
Group
TESWOLOL 0.3 0.0v 1S 0.13 0.00 1S 39.99 0.09 15 _0.40 0.00 15 0.10 o.éo L3 1.6 0.29 1
PLACE®O 0.36 0.0t 15 O0.13 0.00 1S 40.00 0.00 15 0.40 ©0.00 15 0.0 .00 1S 1.8 D0.31 0
Compar taon® N.S. N.S. N.S, N.S. NS, N.S.

% N.S. indicates no significant difference between the esmolol and placebe treatment gproups (20.05).
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Table 16
SUMMARY OF ADVERSE EFFECTS, BY PATIENT
ONSET
O0SE
PATIENT ADVERSE (McG/ ONSET DURATION ACTION ATIRIG.
NUMBER EFFECT TREATMENT XG/MIN) PERIOD {MIN) SEVERITY TAKEN 70 DRUG OUTCOME
113 HYPOTENSION ESMOLOL 300 INDUCTION 2 .MILD PHENVLEPHRINE NO RECOVERED
125 MCG GIVEN
HYPOTENSION ESMOLOL 300 POST STERNOTOMY 2-3 MILD PHENYLEPHRINE NO RECOVERED
125 MCG GIVEN
HYPOTENSION ESMOLOL 300 AORTIC DISSECTION 4-5 "MILD PHENYLEPHRINE NO RECOVERED
100 MCG GIVEN
5 HYPOTENSION PLACEBO NA POST INTUBATION é MILD EPHEDRINE REMOTELY RECOVERED
2.5 MCG GIVEN
123 HYPOTENSION PLACEBD NA INDUCTION 3 ' MOD INTUBATED EARLY POSSIBLY RECOVERED
124 HYPOTENSION ESMOLOL 300 ATRIAL CANMNULATION 1 MILD PHENYLEPHRINE NO RECOVERED
126 MCG GIVEN
128 HYPOTENS ION ESMOLOL POST ATRIAL CANNULATION 22 MOD NONE REMOTELY RECOVERED
INFUSITON
ATRIAL ESMOLOL POST ATRIAL CANNULATION 22 #0D NONE REMOTELY RECOVERED
FIBRILLATION INFUSTON
130 HYPOTENSINN/ PLACESO NA ATRIAL CANNULATION 1% ®oD PHENYLEPHR INE NO RECOVERED
MYOCARDIAL 125 NCG,
1SCHEMIA 1 EPHEDRINE 5 MG,
N1TROGLYCERIN
3 MCG/UG/MIN
GIVEN
133 HYPOTENSION ESMOLOL 300 AORTIC OISSECTION 2 MoD PHENYLEPHRINE NO RECOVERED
: 125 MCG GIVEN
'
. -~ - y 4



Table 21

PATIENTS WITH HEMODYNAMIC VALUES BEYOND SAFETY CHECK POINTS,
BY TREATMENT GROUP AND PERIOD

Esmolol Group | Placebo Group | Periods* During Which
Patient Number} Patient Numter}] Values Noted
Hieart Rate 102 Base, Min § Inf
<45 bpm ’
106 Min § Inf, Pre Ind
111 Base, Min 5 Inf, Pre Ind
123 Min § Inf, Pre Ind
Total # Pts 2 2
Systolic Blood 123 Pre Int
Pressure
<90 mm Hg.
Total # Pts [ 1
Diastolic Blood : 123 - "Pre Int
Pressure 129 Pre Ind, Pre Int
<50 mn Hg
Total # Pts 1 1
Cardiac Inde’ 104 AoD
<2.0 L/min/m 105 SK In
113 Stern
115 AoD
117 Stern, AoD
120 Pre Ind, SK In, Stern
122 SK In, Stern
123 Pre Ind, Stern
125 AoD
126 Base, Pre Ind
127 SK In, AcD
129 Pre Ind
131 Ao
133 AoD
Total # Pts 6 8
PCwP 105 Int
>20 mm Hg 107 Int
128 Int
126 Base, Pre Ind
128 AcD
Total * Pts 3 2

See footnote on next page.



* Abbreviations used for periods: Base = baseline, Min § Inf = minute § of
infusicy, Pre Ind = oreinducticn, Pre Int = preintubation, Int = intuba-
tion, S~ In = skin incision, Stern = sternotomy, AocD = aortic dissection

Note: This evaluation was done only for the periods when complete
hemodynamic measurements were taken. Patients who hiad HR <45 bpm, SBP <90
m Hg, or DEP <50 mm Hg at other measurement times were not included.
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APPENDIX V

CLINICAL DATA OF PATIENTS WHO EXHIBITED
ST-SEGMENT CBANGES INDICATIVE OF MYOCARDIAL ISCHEMIA
ACCORDING TO PROTOCOL CRITERIA
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PATIENT NUMBER/INITIALS: 114/
AGE/SEX: 53/M
TREATMENT GRCUP: Placebo

HISTORY: 1. Anterior wall myocardial infarction (1984)
2. Unstable angina (1984)
3. Single kidney (congenital) with normal renal
function
4. Hearing impairment

AVERAGE BASELINE HEART RATE: 50 bpm
AVERAGE BASELINE BLOOD PRESSURE: 144/67 mm Hg

PRIOR MEDICATIONS:

1. Nifedipine 20 mg p.o.

2. Metoprolol 50 mg p.o.

3. 1Isosorbide S mg sublingual

4. Nitroglycerin 0.3 mg sublingual
S. Morphine 10 mg i.v.

6.. Byoscine 0.3 mg i.v.

7+ Cefazolin 1000 mg i.v,

8. Heparin 5000 units subcutaneous
9. Dipyridamole 100 mg p.o.

CLASSIFIED AS HAVING ISCHEMIA BY BLINDED CARDIOLOGIST? No

DETAILS: 1. General Comments: The prestudy l2-lead
electrocardiogram was normal. The patient
received sublingual nitroglycerin three
minutes prior to, and againr four minutes
after, the start of placeb: infusion.

2. ST-segment Changes: ST-segment elevation of 1
wm was found on the Holter recording (channel
1) following induction of anesthesia. This
ST-segment elevation persisted seven minutes,
starting four minutes prior to intubation and
lasting three minutes after intubation.

3. Arrhythmias: The Holter recording showed
occasional ventricular extrasystoles with
complex arrhythmias during placement of the
Swan=-Ganz catheter (one three~beat salvo) and
at aortic dissection (one ventricular
couplet).



PATIENT NUMBER/INITIALS: 115/
64/M
TREATMENT G™O0UP: Flacebo

AGE/SEX:

HISTORY:

1.
2.

Myocardial infarction (1964)
Angina (1964)

AVERAGE BASELINE BEART RATE: 50 bpm
AVERAGE BASELINE BLOOD PRESSURE: 128/59 mm Hg

PRIOR MEDICATIONS:

CLASSIFIED AS

DETAILS:

1.
2.
3.
4.
5.

1,

2.

Propranolol (Inderal®) 20 mg p.o.
Morphine 10 mg i.m.

Scopolamine 0.4 mg i.m.

Beparin S000 units subcutaneous
Cefazolin 500 mg i.m.

HAVING ISCHEMIA BY BLINDED CARDIQOLOGIST? No

General Comments: .The prestudy l2-lead .
electrocardiogram showed iscelectric T-waves
and also Q-waves, the latter of which were
present in leads II, III, AVF, and V3 - V3.

ST-segment Changes: ST-segment elevation of
0.5 mm to 1 mm was seen on the Holter record
throughout a 31 minute baseline recording
period. This degree of ST-segment elevation
continued through the initial placebo infusion
period (except for a ten s=2cond period when
the ST-segment returned to isocelectric) until
induction of anesthesia. Following anesthesia
induction, there was an increase in ST-segment
elevatjon of approximately 1 mm (i.e,, 1.5~

2 mm) which occurred approximately two minutes
before intubation and persisted for two
minutes after intybation.

Arrhythmias: The Holter recording showed
intermittent episodes of junctional rhythm
that were as slow as 41 bpm and were
associated with ST-segment changes. The
patient had one six beat salvo of ventricular
tachycardia around the period of Swan-Ganz
catheter insertion. Occasional ventricular
extrasystoles and intermittent
supraventricular arrhythmias were also noted.
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PATIENT NUMBER/INITIALS: 118/ 5z
AGE/SEX: 854/M
TREATMENT GROUP: Placebo

HISTORY: 1. Mvocardial infarction (1968) ;
2. Hypertension (1968)

AVERAGE BASELINE HEART RATE: S0 bpm v
AVERAGE BASELINE BLOOD PRESSURE: 171/7% mm Eg

PRIOR MEDICATIONS: -

1. Propranolol 40 mg p.o. b.i.d. -
2. Is:sgrbide dinitrate (Isordil®) 20 mg p.o.
q-uc
3. Lorazepam (Ativan®) 1 mg p.o. x 1
4. Morphine 10 mg i.m. x 1
5. Scopolamine 0.3 mg i.m, x 1
6. BReparin S000 units subecutaneous x 1
7. Cefazolin 1000 mg i.m. x 1

CLASSIFIED AS HAVING ISCHEMIA BY BLINDED CARDIOLOGIST? Yes

DETAILS: 1. General Comments: There were no abnormal
findings on the prestudy l2-lead
electrocardiogram and the course of the study
was unevent ful except that isoflurane was
given for hypertension through most of the
study period.

2. ST-segment Changes: ST-segment elevation of
0.5 to 1 »m was noted at baseline and
throughout the Holter record. This degree of
ST-segment elevation persisted unchanged
through the study until seven minutes after
the completion of aortic dissection when an
increase to 2-2.5 mm was noted. This increase
in ST-segment elevation during placebo
infugsion was associated with surgical
manipulation of the heart.

3., Arrhythmias: Complex ventricular arrhythmias
were found on the Bolter record at the time
that ST-segment elevation increased to 2-2.5
mm. Occasional supraventricular arrhythmias
were noted at different periods throughout the
record,
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PATIENT NUMBER/INITIALS: 127/

AGE/SEX: 54/M

TREATMENT GROUP: Placebo

HISTORY: g.

3.

Myocardial infarction {1984)
Angina on minimal exertion (1984)
Jaundice (1962)

AVERAGE BASELINE HEART RATE: 49 bpm

AVERAGE BASELINE BLOOD PRESSURE: 111/66 mm Hg
g PRIOR MEDICATIONS:

1,
2.
3.
4.
5.
6.
7.

' CLASSIFIED AS
DETAILS: 1.

2.

Nifedipine 20 mg p.o. t.i.d.

Metoprolol 50 mg p.o. b.i.d.

Morphine 10 mg i.m. x 1

Scopolamine 0.4 mg i.m, x 1

Heparin 5000 units subcutaneous x 1
Dipyridamole (Persantine®) 109 mg p.o. t.i.d.
Cefazolin (Kefzol®) 500 mg i.m. x 1

REAVING ISCHEMIA BY BLINDED .CARDIOLOGIST? Yes -

General Comments: The prestudy l12-lead
electrocardiogram was normal and the course of
the study was uneventful except that
isoflurane was given for hypetrtension.

ST~segment Changes: The ST-segments recorded
on the Holter monitor were normal at baseline
and remained so until one minute after aortic
dissection when ST-segment elevation of 1 mm
was noted. This episode of ST-segment
elevaticn lasted ten seconds.

Arrhythmias: Complex ventricular arrhythmias
were seen on the Holter record during aortic
dissection. Supraventricular arrhythmias
occurred during insertion of the monitoring
lines and again at atrial cannulation,

-~ oam.
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PATIENT NUMBER/INITIALS: 128,
AGE/SEX: 60/M '

TREATMFNT GROUP: Esmolol

BISTORY: %.

Myocardial infarction (1981)
Angina (1978)

AVERAGE BASELINE HEART RATE: 56 bpm
AVERAGE BASELINE BLOOD PRESSURE: 1115/69 mm Hg

PRIOR MEDICATIONS:

2.
3.

4.
5.
6.
7.
CLASSIFIED AS

DETAILS: 1.

Nifedipine 20 mg p.o. g.i.d.

Propranolol 50 mg p.o. g.i.d.

Isgsoxbide dinitrate (Isordil®) 20 mg p.o.
qO * L]

Morphine 10 mq i.m. x 1

Scopolamire . 4 mg i.m. x 1

Heparin SC: .nits subcutaneous

Cefazolin (wcizol®) 500 mg i.m. x 1

HAVING ISCHEMIA BY BLINDED CARDIOLOGIST? .Yés

General Comments: The prestudy 12-lead
electrocardiogram showed flattening of T-wvaves
in leads II and AVF, and Q-wazaves in leads II,
III and AVF. This patient exhibited adverse
reactions prebypass and complications
postbypass. Three minutes after esmolol
infusion was discontinued the pacient's
systolic blood pressure dropped from 120 to
80~-85 mm Hg. This hypotension occurred around
the time of atrial cannulation. At this time,
pulmonary capillary wedge pressure increased
from 14 to 20-22 mm Hg and cardiac output
decreased from 4.6 L/min to 4.1 L/mirn,
Difficulty was experienced weaning the patient
from bypass despite inotropic support.
Following insertion of an intraaortic balloon
pump, the patient was successfully terminated
from bypass using the balloon pump. An
episode of ventricular fibrillation occurred
during closure of the sternum. Ten minutes
after successful defibrillation the patient
developed a nodal rhythm and hypotension (BP=
60/30 mm Hg) unresponsive to inotropes,
pacing, and the intraaortic balloon pump.
Intravenous nitroglycerin was then
administered which resulted in a return to
normal sinus thythm and normalization of blood
pressure. The investigator suspected that the
patient sustained myocardial damage prebypass
at the time that hypctension and atria)
fibrillation occurred resulting in the
difficulty in weaning from bypass.

vy
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128/
Page 2

{Cont'd)

3.

4.

ST~segment Changes: The ST-segments were
normal at baseline and throughout the Holter
record until the end of aortic dissection when
ST-elevation of 1 to 1.5 mm occurred (channel

1’.

Arrthythmias: Complex ventricular arrhythmias
and supraventricular arrhythmias were seen
during insertion of the Swan-Ganz catheter and
at aortic dissection.

Other Holter Findings: Intermittent changes
in intraventricular conduction, indicative of
right bundle branch block, were observed from
the period following anesthesia induction
until post sternotomy.

i
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- PATIENT NUMBER/INITIALS: 130/
AGE/SEX: 65/M
TREATMENT GROUP: Placebo

BISTORY: 1. Myocardial infarction (two in 1968)
2., Hypertension
3. Angina with decreased exercise tolerance
[ 4. Nephrolithiasis (1974)
S. Benign prostatic hypertrophy

AVERAGE BASELINE HEART RATE: 46 bpm
AVERAGE BASELINE BLOOD PRESSURE: 162/81 mm Hg

PRIOR MEDICATIONS:

' 1, Nifedipine 10 mg p.o. t.i.d.
2, Propranolol 40 mg p.o. t.i.d.
3. Morphine 10 mg i.m, x 1
4. Scopolamine 0.4 mg i.m. x 1
S. Heparin 5000 units subcutaneous x 1
6. Cefazolin 500 (Kefzol®) mg i.m. x 1

CLASSIFTED AS HAVING ISCHEMIA BY BLINDED CARDIOLOGIST? Yes

. DETAILS: 1. General Comments: The following were noted on

the prestudy l12-lead electrocardiogram: poor

' R-wave progression in leads Vv - V3,
ST-segment sloping in leads I, AVL, and V3-Vg,
compatible with ischemia, inverted T-waves in
leads I, AVL, and V3 - Vg. Biphasic T-wave in
lead Vg, Q-waves in leads II, III, and AVF.
This patient exhibited hypotension (blood
pressure 85/50 mm Rg) secondary to blood loss
during aortic dissection and atrial
cannulation. This hypotension was associated
with myocardial ischemia (V-waves and
pulmonary hypertension). The patient was
treated with saline and vasopressors for the
hypotension and intravenous nitroglycerin for
the myocardial is.hemia, Hypotension
persisted approximately 1l minutes. There
were surgical problems at the time of bypass
and norepinephrine and phentolamine were
regquired to wean the patient from bypass. The
patient did not have increased cardiac enzymes
in the recovery room.
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130/
Page 2

{Cont'd)

2.

ST-segment Changes: The patient had
ST-se?ment depression of 1.5 to 1.75 mm at
baseline and throughout the Holter recording,
except for an increase in ST-depression of 0.5
mm for one minute that occurred three minutes
after the start of anesthesia induction, and
an increase in ST-gsegment depression of 1 mm
that occurred 13 minutes after the end of
aortic dissection and persisted for four
minutes (channel 1l).

Arrhythmias: Complex ventricular arrhythmias
were noted on the Holter recording during
Swan-Ganz catheter insertion and sternal
spreading and supraventricular arrhythmias
occurred during aortic dissection.




PATIENT NUMBER/INITIALS: 131/

AGE/SEX: 56/M

DRUG GROUP: Esmolol

BHISTORY: 1.
3.
4.

Myocardial infarction (1971)

No angina but positive stress test
Peptic ulcer disease (1977)

Middle ear surgery (1983)

AVERAGE BASELINE HEART RATE: 53 bpm
AVERAGE BASELINE BLOOD PRESSURE: 117/64 mm Hg

PRIOR MEDICATIONS:

1.
2.
3.
4.
5.
6.

CLASSIFIED AS
DETAILS: 1.

2.

Nifedipine 10 mg p.o. g.i.d.
Metoprolol 100 mg p.o. b.i.d.
Morphine 10 mg i.m. x 1
Scopolamine 0.4 mg i.m. x 1
Heparin 5000 units subcutaneous x 1
Cefazolin 500 mg i.m. x 1

BAVING  ISCHEMIA BY BLINDED CARDIOLOGIST? No .

General Comments ~ The patient's prestudy
electrocardiogram was normal and the patient
had an uneventful study course.

ST-segment Changes - The ST-segment was normal'

at baseline and throughout the Holter records
except for ST-segment elevation of 0.75 to 1
mm that occurred six minutes after aortic
dissection and persisted for six minutes.
This ST-segment elevation was associated with
a loss in QRS voltage during surgical lifting
of the heart.

Arrhythmias - Complex ventricular and
supraventricular arrhythmias occurred on the
Holter record during Swan-Ganz catheter
insertion and aortic dissection and
cannulation.
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FIGURE 4
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FIGURE 5
Systolic Blood Pressure Changes from Baseline
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RPP. (bpm x mmHg x 1000)

FIGURE 10
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FIGURE 11
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FIGURE 12
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